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Malt monozygolic twinj ditcordant for Beekwiih Wkdemann Syndrome.
((N.J Leonard and Cl_ Johnson.)} Department of Gcneiics. Albcm Öiüdrcn'i
Hospiui. Univeniijr of Calguy. Calgaiy. Altena. Canada.

A variety of ibnotmalitics have boen obstn-ed at chromosome lipl5,5 in
conjuncbon with Becfcwiih Wkdem&nn Syndrome <BWS>. Duplicaitons of paiemal
Segments, paurnal oniparcnu) disomy and prcferatrial rraterne) tnutsmiwion all
imply arok for imprinonf in theeboiofy of BWS. The majority of clirtical cas«
are recognized ai sporadic bui approximaiely 15% occur with autosomal dominant
inheritance (incompleic pcrtevancc/variiblc enprcuivity). Twin midi« have shown
lhat BWS monozygotic twirts are frequemJy discordani. To date. 11 sets of twins
have been described. 1(1 of which are femak (9 are discordant) and one set of
conconüm male twir» with a duplkation of 15(q 11 Ijq 13) mal. (Am J Med Genet
47:633. 1992; Am J Med Gen« 45:S A75). Lubinsky and H«U (Lancet
337:1288.IWI} have suggested that monozygous twinning may affect the expression
of Lmprinting ai the BWS locus rauldög in discordance. It was suggested that. in
view of [he preponderanee of female discordam Iwins. the phcDomenoa may be
linked to the process of X-inactlvation.

We report the first case of male monozygotic twins discordant for BWS. Twin
A c&hibited typica] feaiures of BWS including macrosomia. asymmerrk growth.
macroglouia. ear creas«. glabellar nevus flammeus and neonatal hypoglyctmia.
Twin B lud an entirely normal cxam and an unremarkabte neonatal com«.
Chromosomal testing revealed no visibte aberraüons of the BWS consensus region
Molecular tesung has determined monozygosiry. out has not defined a defect in ihc
11 p 15 region. Longterm follow-up of these boys has revealed comparable social and
motor development. Tsvin A has mainuined a significant growthdiffcrenüal bin has
experienced no medical difftculbes to age 6 years. Funher cytogeneuc and
molecular investiganons are ongoing to evaluaie this onique presencaaon of
discordam BWS twins.

F%gltormMincmlQrmbMX4r*Mii**namamalm*»mpmiy, rlin«atm—im
and antaocrlnopaBiy: DIETBt tyndron». ((£. Uvy-Unad, R. Kapur and 8. &
VWin.)) UntvonJty of WaoNngton, SMtt* WA.

Two maiemal haM-brotJw» had 6ndinB< «Mar to an X-ankadayndromaof
diät*«»» maWaji (DM), pidvandocrirwcta^
«I. (J Paclatr 1063:100:731). Both had bowal hypomotBty. grawVt latardauon, and
iruwnbocytoparm Pi«wMprainttumandh»dhypoaVtftt^ft*2.bornat
tarm, had naonatal DM. Both «Had of nJMnanl rjantonittoMlaultwmmontriot
•ot On autopty Pt#1 had partcraaMS* and iaW eata war» praaam Pt »2 had
diroracparKraaticWlammatlonarMnolalateaaa. Inboththacawaaoinuaaaroslono«
Ina gut muco» wflh abaant crypta, raduoad pKca and m Panath caa*. Thamothar
bc«3r*a»ydat<ht»nibah«aftmaWrtr«o(lhaaflactadm

m Aa Powal Mndrad, aflactad mala« uaually dM In Hancyandhad
csmbüuttsrtt of inbidaojito dWrriaa. rJM, m^
aezama. Furthar avhSanca (or thta phanotypo as a dittinct dfnfcal antity ara raportt
of2favn«aaand2iporadiecaaaa In wrien matas dfad In irrfancy «Mi naonatal DM
wnnorwnnouldlanhaa. AlIntaitawimrJMhadp^tioaaticWlamnTatoi.andmrr^
IHM cati warn abaant. Padtpnm ot lha famüal can** ttrongly «upport X-inkad
Lftfwfrancs.

Ur*aoatolhaVtokotNKtdnehfyno^WT»arWAS)kxaa hat baan ahown fct In»
Powal kkMfead (Pädia» Ras 1«*»:1MA), An mMmtwm patwoanasrai*
■uap«ct»aavidc»cauMprQbai)r/*x«frvatyap from pancraoo** (In Ha
premattn pt) to ktflammatory tttt oaa daatruofion. Ourlamiybjtjniquain
manKeUfno, thrornbocytopania, augaattog, Wa may ba an aSaSc variant of WAS or a
oonbguoua eana Syndrom* ot WAS. tha X**ad thrambrwytcpania kxut and an
immuna raguiaöon tocut.

Wa propow tha mnamonic DfcTTER (Dtabatu maBus. fatal InfacBon,
Entaropattiy, Thromboeytopanla, EnAaortne^atny and Rataro« grow») fe* Itii
lyndroma.

468
Apiastlo anaeala as a aaln referral for Fanconi Anseaia
Screening. ((J.C.Llerans Jr. ; S.Verm« *; H.Calo *;
J.C.Cd« Alaalda .)) (1) Centro de Cenetics Kedlca,
IPF/PIOCRUZ; (2) Centro de Transplantea de Medula össea;
(3) Inat. Estadual de Heaatologla; Rio de Janeiro, Brasil.
(Intro.by: Ieda Maria Orioll).
A regional Fanconi Anaeala (PA) regietry was atarted in
1991 to collect clinical and cytogenetic data of affected
individuals In the State of Rio de Janeiro (Brasil). 15
Individuals froai 13 faatlllea, Including three alba, were
unequlveeally aiagnesed by HNC/DEB oytogenetle protocole.
Our initial a«ln goal was to ldentify astong patients referred
solely by the ao celled "idlopathlc apluttc anaiala1* (IAA)
FA cases. Out of 16 cases with IAA, 9(56,25») were dlssnoeed
as FA patients. Conparstively, PA Screening »v'fniwj nihil
atalforaatlone (10), sryelodyspasstlc syndros« (5) and possible
donors (4), 3(30»), 1(20») and 2(50%-two albs). respectively
were considered arreeted. Consangulnlty was present In two-'of
the 9 FA with IAA. Cafe-au-1alt Spots were present In all
affected FA individuals, however this feature was observed
in 20Ä of non-affected esse*, tfe observed s wlde ränge of
aalforestIons already described in FA patients. however
esophagie Stenosis (1 patient) or pylorle stenmls (2 patients,
including one fessle), periorbital hyperehroaatle Hrlnga"and
a coeawn facles, as previously reported by McDougall et al
(Aa J Med Genet 36, 406-413,1990), ocurred in at lesst Um
independent FA patients. Tha average age of diagnosis for the
aplastlo anaeala In affected cases was S years. The high
frequency of FA patiente astong the IAA was not s eurprise.
aa previously observed by Glanz and Fräser (JJtod.Qenet 1902,19
412-416) and lt asy aonount fbr the undewulasnosis of FA cases.

469
Clinical and genetic studies in dominant ly inherited spinocerebellar
ataxias fSCAS) : analyses of clinical and genet ic-heterogenity.
((I. Lopes-Cendsa1-* '. E.Andermann'*, E.Attig*. F.candes', J.Radvany*, S.Bosch'.
H.Hagner', HI.Botet1, F.Ceratenbrand F', T■ Andermann9, G.A.Rouleau1 ■'.))
1.Centre for Research in Neuroscience. Montreal General Hospital,
2.Centre for Human Senetics, 3.Neurogenetics Dnit, 4£pilepay Service,
Montreal Neurological Institute and Hospital, 5. Hotel Dieu de Montreal,
Quebec, Canada. 6. Beurologia Hospital, Israelit« Albert Einstein, Sao
Paulo, Brasil and 7.Department of Neurology, Dniveraity Hospital,
Innsbruck. Austria.

II» SCAs axs a clinical, heterogeneous group o( neurodegenerative
diseases. Tto data, two loci have been identified: on« on chromosome (ch)
6p and one on ch I2q, ehe SCA-1 locus and the SCA-2 locus reepeatively.
Ne have studied 4 large kindreds fron different ethnic backgrcunds
aagregating an autosomal dominant form of SCA. A total of 266
individuals, including £4 affected, vere ascartained- He found marked
clinical sinilarities anong the 4 families. All kindreds showed
progressive cerebellar ataxia, with a mean age of onset after the first
decade of life.

He performed detailed clinical inveetigaticcis and genetic analyses in
these families in order to aseees the clinical heterogeneity. In addition
vs correlated the results from these clinical studies with Information
from linkage analyses. Tun of our families showed clear intrafamilial
clinical heterogeneity, the Saskatchewan-Austrian (SA) and th« Gaspe (0)
kindreds. Seither anticipation phenoaane nor m influence could euplain
the clinical heterogeneity within «ach of these families. However, streng
evidance for multiple nodifier gen«* was found. The other two families
the Frenah-Canadian (FC) and the Braiilian kindreds IB) , showed a more
homogeneoua clinical pattem. He have found that two kindreds which map
to the SCA-2 locus, SA and O ahare certain clinical siiülarities such as
age of onset rang«, and variable clinical avolution according to age at
onset of symptom. On the other hand, tha ranaining two kindreds: B which
aape to the SCA-1 locus, and FC whoee map position is still undetsraAn«d,
have a more homogenoua clinical preaentation.

He have shown that, although there are maxked clinical sinilaritieB
among dooinant SCAs fron different ethnic backgrounds, certain clinical
Differences can he detected, and thesa correlate wall with tha reaults
of linkage studies.

470
Nacural blstory study of haradlcary ■ultlpl* •■«•Eom«. (<C. Luckcre,
R- Pauli, J.T. Hiebt.>> Ooiv. of Taus tftdlcal School at Heulten, gnlv.
ot Wisconsin st Ha4Uen.

Hereditary multiple exostoses (EXT) is an autosomal dominant disorder
ctitneteriud by mtdeipte bony proniberances usually arialng in the juxtaepäphysea]
region ef the tone bones. The purpose of (he preseni study was to further delincaie
the natural history of HME. Forty.three probend* and 137 of ibe affected relative*
were included in (he study, Approximately rwothirds of rne probandi had a positive
family history. rVner/inct was determined n be vbiually 100%, in coetnsi lo some
previous studies (hat have reported reduced penetrance. RadwIogicaJ exirnloarJon
and a careful family history are esscntial in dctcnnination of penetrante. Of the
probandi with a family history. ihcre was • Hgnifieantly higher number of affected
mal« over fcmalcs. However. in nuclear families (probandi with a positive family
history, affected slbtings and parents), the nute io Fe male ratio was eqoal showing
[hat üiere was no sex ratio skewing. These rerulis suggests a postibk bias in the
asoeminment of the probands, with male« in this group having more cornplteabori*
due to the exostoses and <hus coming » medical attention more orten than ferntks.
Shon staiurc is a charaCKristic of EXT with 36.8% and 44.2% of adull mal» and
fcmalcs, respectively, falline below (he 5rh percentik in height. The meaa number
of exostoses exclsed for am-cied adulis was 3.6 with the femur being the most
commonly affected bone. Compticatieni weh as nerve cornpreown, blood .vessel
corapression and spinal cord compreuion were reported in 22.6%, IJ .3% and 0.6%,
respectively. These resutts suggest that nerve compression is more common thin
prevtously reported and spinal cord compression is exeremcly rare. Previous STOCKS
have reported cancer in at many as 25% of affccied individuals. In the present study
exostoscfrtlatcd cancer was reported in 5 cases (2.8%) of all anTecied Individuals
wim a mean age of diagnosis of 28 years. This result softes« that pnWou* studies
have overesiimaied ihe prevaknee of cancer in EXT. The age onset of Arthritis
tppeari io be younger for individuals affected with EXT. Cesarean section appears
10 be two times more common in women with EXT.

471 Poster Symposium-Session 42
ng«-at-ons«t äffacta of Uta (CAC)n rapaat inharitsd
fron tna non-HD parant: avidane* Cor iaprlnting of
tha KD gana. ((JC KacMUUn, B Onall, DJ Shav, PS
Harpar.)) Institut« of Hadical Ganatica. Unlvaraity
of valaa Oollsg« of Hadiclna. CARDIPF, UK.
Thara ia significant corralstion batwaan 09a «t
dlaaaaa onsat and tha dagr«a of aurpanaion of tha
(CAG)n rapaat in tha HD gana (ITIS) tn both
matarnally (r—0.711, p<0.rj01) and patsrnally
(r—0.773, rxo.ooi) trannittad dlaaaaa. Thara ia
hotravar a strongax corralation in tha ag* at dlsaaa*
onaat batvaan alba who inharit tha •arpandad (CAC)n
HO allala fro» an affactad f«thar (r-0.645, p<0.001)
than fron an affactad nothar (r-0.3«2, p<0.00i). Wa
hava shown that tha langth of th« rapaat asquanca in
tha "non-HD" all«l« is also corralatad with
«ga-at-onsat whsn tha noraal allala is patarnal in
origin (r—0.290, p-0,015) but not whan it is
■atsrnal {r—0.145, p-NS). This sitggaaes that thsr«
is diffarantial axprasslon of th« non-HD allala
dapanding on its parantal origin.

AmJiiymGenet. 1993 Sep; 53(Suppl): 173-234. PMCID: PMC1682329
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